I n this issue of CUAJ, Wallis et al
1 examined perioperative outcomes of high-intensity local treatment with radical cystectomy in patients with metastatic bladder cancer. The investigators retrospectively analyzed data from the American College of Surgeons (ACS) National Surgical Quality Improvement Program (NSQIP) to determine whether patients with metastatic bladder cancer at time of radical cystectomy had higher perioperative adverse event (AE) rates compared to patients without metastatic disease at time of surgery. Using propensity-score matching analysis, the authors found that patients with metastatic disease at the time of radical cystectomy had a higher probability of experiencing both a major AE (8.6% vs. 4.0%; multivariable odds ratio [OR] 2.50; 95% confidence interval [CI] 1.02-6.11; p=0.045) and pulmonary AE (5.8% vs. 1.2%; multivariable OR 5.17; 95% CI 1.00-26.66; p=0.049) compared to patients without metastatic disease; however, they found no association between the presence of metastatic disease and infectious, venous thromboembolic, bleeding, or prolonged length of stay AEs.
The authors are to be congratulated for this provocative and elegant analysis, as this study adds to the emerging evidence base examining the safety and efficacy of HILT with radical cystectomy in advanced genitourinary malignancy, 2-4 including bladder cancer. 5, 6 In a recent analysis from the National Cancer Database, Seisen et al 5 examined the association between HILT (radical cystectomy or ≥50 Gy of radiation therapy) and overall survival in 3753 patients who received multi-agent systemic chemotherapy for primary metastatic urothelial carcinoma of the bladder. In propensity score-weighted analysis, HILT (compared to conservative local therapy defined as no local therapy, transurethral resection of the bladder tumour alone, or <50 Gy of radiation) was associated with improved overall survival (hazard ratio [HR] 0.56; 95% CI 0.48-0.65; p<0.001; median overall survival 14.91 months vs. 9.95 months, respectively). Moreover, in an exploratory analysis performed to compare HILT after systemic chemotherapy (i.e., consolidative strategy) vs. HILT before systemic chemotherapy (i.e., cytoreductive strategy), the investigators found that overall survival was significantly longer in the consolidative strategy group than in the cytoreductive strategy group (HR 0.52; 95% CI 0.38-0.73; p<0.001; median overall survival 17.71 months vs. 12.42 months, respectively).
Despite these encouraging preliminary data, enthusiasm for HILT with radical cystectomy in metastatic bladder cancer must be tempered by the dearth of high-quality evidence currently available to support its use. Analyses from the ACS NSQIP and National Cancer Database lack several relevant data elements and, as a result, these studies should be considered hypothesis-generating only. Confirmation of the safety and efficacy (as well as optimized patient selection and treatment strategy sequencing) in prospective, randomized, controlled trials will be needed to establish HILT with aggressive surgical extirpation as a standard of care treatment option for patients with metastatic disease. Indeed, although they may be challenging to complete, there is a strong rationale for the conduct of high-quality clinical trials. First, despite studies that have identified novel therapeutic targets for the development of systemic therapies 7 and immune checkpoint inhibitors, 8 there has been minimal change in mortality rates of metastatic bladder cancer since the introduction of cisplatin-based combination chemotherapy. 9 Second, treatment of the primary organ may affect further metastatic progression by limiting the distribution of promotors of cancer cell engraftment in distant organs. 10 Third, local progression of bladder cancer is often associated with deleterious AEs, including transfusion-dependent hematuria, pain, sepsis, and acute kidney injury, all of which may contribute to reductions in quality of life and avoidable healthcare expenditure.
At present, a judicious approach to the use of HILT with radical cystectomy in metastatic bladder cancer is advisable, 
